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the bi oef f ects-rel ated analysis of 
xenoestrogens: hyphenation of receptor 
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FRESNIUS JOURNAL OF ANALYTICAL CHEMISTRY, 
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"O" document referring to an oral disclosure, use, exhibition or 
other means 

•p" document published prior to the international filing date but 
later than the priority date claimed 


T later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

s X a document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance: the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art 
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□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 
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I ^ Basis of the report 



Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 

Certain documents cited 

Certain defects in the international application 
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International application No. PCT/N LOO/00269 



I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7)): 
Description, pages: 

1-10 as originally filed 

Claims, No.: 

1-10 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 
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(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-8 

No: Claims 9 t 10 

Inventive step (IS) Yes: Claims 

No: Claims 1-10 

Industrial applicability (IA) Yes: Claims 1-10 

No: Claims 



2. Citations and explanations 
see separate sheet 



VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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1. S cti n V 

Reference is made to the following documents: 

D1 SEIFERT et al., FRESNIUS JOURNAL OF ANALYTICAL CHEMISTRY, vol. 

363, 1 April 1999, pages 767-770 
D2 LUTZ et al., JOURNAL OF CHROMATOGRAPHY A., vol. 755, 1996, pages 

179-187 

D3 GREGORY HUYER, ANALYTICAL BIOCHEMISTRY, vol. 258, 1 998, pages 
19-30. 

D4 NEDVED et al., ANALYTICAL CHEMISTRY., vol. 68, no. 23, 1 December 

1996, pages 4228-4236. 
D5 YINLIANG F. HSIEH et al., MOLECULAR DIVERSITY, vol. 2, 1996, pages 

189-196. ESCOM cited in the application 
D6 BLOM et al., JOURNAL OF COMBINATORIAL CHEMISTRY, vol. 1,18 

December 1998 (1998-12-18), pages 82-90. 

1 . 1 The arguments put forward by the Applicant in their letter of 02.04.01 , in reply to 
the written opinion dated 21.12.00, have been taken into consideration. However, 
it is still considered that the subject-matter of claim 1 does not meet the 
requirements of Article 33(3) PCT. 

D2, which is considered to represent the most relevant state of the art, discloses 
an on-line chromatography-immunochemical detection method comprising: 

1 ) adding unlabelled antibodies (affinity molecule) to the LC effluent and 
allowing to react with analytes eluting from the LC column 

2) adding a labelled ligand to the reaction mixture 

3) separation of free and bound ligands by restricted access column or by 
hollow fibre module 

4) immunochemical detection. 

The subject-matter of claim 1 differs in that the detection is done by a mass 
spectrometer (MS). The problem to be solved by the present invention may 
therefore be regarded as the provision of an improved on-line detection method 
which does not require the use of labelled ligands. There is an indication in D1 
(page 770, left column, second paragraph and Figure 6) that the most advanced 
technology is seen in label-fr e homogenous binding assays followed by the 
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separation of free ligands and ligand-receptor complexes by means of HPLC-MS. 
The fact that the effluent in D1 is obtained from a solid support or batch based 
process is not relevant because the present claim does only specify the steps 
after obtaining the effluent. 

Furthermore, D3-D6 disclose screening methods using chromatography coupled 
with mass spectrometry. Therefore, it would be obvious for a person skilled in the 
art to use mass spectrometry in the method of D2 in order to solve the problem 
posed. Hence, the subject-matter of claim 1 does not involve an inventive step 
(Article 33(3) PCT). The same applies to dependent claims 2-6. 

1 .2 Dependent claims 7 and 8 do not contain any features which, in combination with 
the features of any claim to which they refer, meet the requirements of the PCT in 
respect of inventive step (Article 33(3) PCT). These features are merely straight- 
forward possibilities from which the person skilled in the field of mass 
spectrometry would select, in accordance with circumstances, without the 
exercise of inventive skill. Furthermore, D5 (page 191, Materials and Methods) 
and D3 (page 21 lines 20-22) mention the use of an electrospray ionization mass 
spectrometer in on-line detection methods. 

1 .3 The subject-matter of claim 9 is not novel (Article 33(2) PCT). 

A compound detected by the method of claims 1-8 includes any compound which 
binds to the added affinity molecule. In the description (page 9 line 25-30) of the 
present application is disclosed that said affinity molecule includes estrogen 
receptors, glucocorticoid receptors, .... Since the detected compound will 
therefore be estrogen or glucocorticoid, ... and these compounds are known 
compounds, the subject-matter of claim 9 is not novel. 
Furthermore, for the assessment of claims of products defined in terms of a 
process, no unified criteria exist in the PCT Contracting States. For the EPO, for 
example, a product is not rendered novel merely by the fact that it is detected by 
means of a new process how difficult or time-consuming the technology may be. 
Claims for products defined in terms of a process of manufacture are admissible 
only if the products as such fulfil the requirements of patentability, i.e. that they are 
novel and inventive. 
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1 .4 The subject-matter of claim 1 0 is not novel (Article 33(2) PCT). 

The use of said detected compound such as estrogen, glucocorticoid,... as a 
ligand for affinity molecules (see also point 1 .3) is general laboratory practice in 
the field of immunological methodology. 

2. Section VII 

Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in D2 is not mentioned in the description, nor is this document identified 
therein. 

3. Section VIII 

The application does not meet the requirements of Rule 5.1(a)(v) PCT because 
the description does not give any example for carrying out the invention claimed. 
The description only describes the methodology in theory without giving any 
working example of the claimed on-line detection method. 
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International filing date (day/month/year) 

26/04/2000 


(Earliest) Priority Date (day/month/year) 

26/04/1999 


Applicant 

SCREEN TEC B.V. et al . 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 4 sheets. 

|"3T| It is also accompanied by a copy of each prior art document cited in this report. 



Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

I I the international search was carried out on the basis of a translation of the international application furnished to this 
' — 1 Authority (Rule 23.1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

| | contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 



2. 
3. 



□ 
□ 
□ 
□ 

□ 

□ 
□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 

Certain claims were found unsearchable (See Box I). 
Unity of Invention Is lacking (see Box II). 



4. With regard to the title, 

[X] the text is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

|"X"| the text is approved as submitted by the applicant. 

I I the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
' — ' within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published wrth the abstract is Figure No. J 



[X] as suggested by the applicant. None of the figures. 

| | because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 
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